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(57) Abstract: By preliminarily dissolving a basic organic compound in an aqueous solvent in which a peptide usable in metal-la- 
beling is to be dissolved, the solubility of the peptide is improved and thus metal-labeling can be carried out without heating. A 
composition for medical use containing a peptide usable in metal -labeling and a basic organic compound acceptable as a pharma- 
ceutical additive can be utilized as a preparation useful in image diagnosis, radiotherapy and so on. 
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[0001] :$:mmn. ^mmm'^m^£^y°'f'V(D7i<.m^Rxf^mmm^jjm^^^i^m^nfc. 
[0002] ^i^\H\^^mmmnmf£m^m'r^^^^m. McMm^m^'^mi±±mm'v 

^Mi'^l^i'i. (dmso) ^>?7«^/vj}^/vi^T5:K (dmf) 

^/V-Met-Leu-Phe (FMLP) U^\^(Dmmm^m^X^^^t-A^^htlX\^ ^1 

o 
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[0003] mmvfcM<^mmmnmti^-:f^m. ik^^^m-<:mm^m:itKi.v. m 

m^i-£. fMLFK-HYNICfi, mU30^—60^<DR!t^m^ii^i£^^^t^thX\y^^( 

[0004] #^#fF:5:S^l:van der Laken, CJ. et al. , J. Nucl. Med. , 38, 8, 1310-1 

315(1997) 

#^#fF:5:S^2:Verbeke, K. et al. , Nuclear Medicine & Biology, 27#, 7 
69-779(2000) 

[0005] :^mmn. ±mr<^mm:im^xfj:^nfc-h<Dxh^. 7ki^^mhv<ummti:^-^ 

[0006] :^mm^hii. ^ovfcmm^nm'r^<mMm^^Mi^rci^M:. 'i}^m(D^M.^^h 

m'^^m^'\^n\^m\^^-r\^m^^'f'V^m^xm^u\^7Kmmt'r^^t^^x^.:fy^ 
-^mmx^mmm^'^^mtf^^^t^^mu ^^p^^^^-r^^^^o/co 
[0007] fip^. :^mmn. ^mmmnm^^^-^^vRnmmffnmmtL.xnm^ti^^m. 
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[0008] i^mm\m^mmm%mm^m\^^:LbKi:^. ii^^mm^^mh\^<nmwx-^ 



[0009] [|2ll]-^-7°^Kl. -<:7°^K2, RXf^y°^V3(Dmtiim^^i-mo 

[H2]pH9 {:i^n^^mmMmm Kx^^y°=^v i (Dmtiim(Dii:m^^-rmo 
m5mf£^mmmxmm\^fcTc99mmm^:^^}'^i(D^'^^mmm'^'TM^^iir 
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[0010] :^mm(Dmmmm\^-D\^^xmm'r^o :^mMm-vm\^^^T^/mn^x 
[0011] :^mmm^mmmmf^mn. M.w-ma^. yK^mmi^^^h^^^i-immxh^ 

[0012] itM^#^'fb^i|^^^JS^lilBltg7:e-<:7°^Ki:*(^7X^f«f-f§^?-r5»^. 
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5. mm-^(Dmmi^m^'^&^fcmi-^i^<tf:\^\ 

[0013] 7|s:^PJ-Trfflv^5^Mt^BiRrtg/c?-<:/^K{^. 7K^^^(^^mL< 

[0014] *|§0^(::fflv^5-<7°^K<J:bTft. TfE^^(l) 
iitl) 

Z-Y-Leu-Phe- (X) n-Lys (NH ) m- e (- (R) o- (T) 1-U) ( 1 ) 

2 

^Jj^t/rfLfc^l^'^-rS:^-^— f- (X)n-, -Lys(NH )m-*5j;U5-(T)l- 

2 

V^T. X{ilj|ilt>b<fi-?:t^^_h(7)T^ymXfi^#^J5a"eim'fb^i^J:'9/=e?)^-<- 
i^— . nfil^fcfiO^^U (NH )m(;i*DV^-C. NH f^LysO a ficD;^/l^J5K=¥v'/^ 

2 2 

Sf^f^^S^UTcDT^KS. m«l^/c{^O^^b. £ (-(R)o-(T)l-U) ^^*5V^T. 
[0015] it^^d) u^^ov^Tfi, ^S^B^^5-5]-tg-efe6P5(9#f^PS^$tL^=ev^;e)5, 0 
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if btl.5o f^!lxL{^\ -Cys-Gly-Asp, -Cys-Asp-Asp. -Cys-A 

sp-Gly^ -Cys-Gly-Glu^ -Cys-Glu-Glu, -Cys-Glu-Gly^ -Cys-Gly-Asn 
^ -Cys-Asn— Asn^ — Cys-Asn-Gly^ -Qys-Gly^Gln^ -Cys-Gln-Gln, — Cy 
s-Gln-Gly, -Cys— Gly-Lys, — Cys-Lys— Lys, -Cys-Lys-Gly. -Cys-Gly- 
Arg, -Cys-Arg-Arg, -Cy&-A.r§,-G\Yf^}f(D^mWM'^WM^-^^V;-A.s 
p-Asp-p</^;^7:/br-fe^/^. -Gly-Asp-^7l^;f7 :7>r ir^/l^, -Gly-Gly-T^/^;^; 
•:fhr^^;vfi:}f(Di^^'^^Y?^;^^^hr^y^^V;l, 4, 7, l0-7"h9rifV^nK 
^';i;^(Cyclen), 1, 4, 8, 1 l-7^h^rif>i5^n7^h^T'^;^7^(Cyclam) , 1, 4, 8, 12 
-^b^TifVi^n^>^^7^~;^7^, 1, 4, 8, ll-7^h^TifV^n7^h^7^~;^;^-5, 7-iy 
:^ly{D\oyiocycam)fj:}f(DmmW^S^^h20(D^m^^W^it-^^\l, 4, 8, ll-y^h 
^TifVi^nT'h^T';^^-!, 4, 8, ll-T^h^g^MCTETA). 1, 4, 7, lO-T^h^Tif 
^>i?nK7'^:;?7i^-N, N', N", N"'-7^b^g^^(DOTA) . 1, 4, 8, ll-7^h9Tif>i5^ 
n^h^y^';&V-5, 7-v^;r^-N, N', N", N"'-xh^g^Ms 1, 4, 7, 
-f^^-^uYf-^^-mM. 1, 4, 8, lO-xh7T1fV^nKx:^^-i§^^=e^(^^l^^8 
■t)^h20(Dmm^^W^'^^^^i^mt^ii^;l, 4, 7, lO-T^h^TifViJ'nKT^^;^;^'- 
l-T5:y^^/V;^7/W-^^^/P^^/^-4, 7, 10-M;;^[R, S]-^^/Vg^^(D03MA) 
.1,4,7, 10-^h^Tif>^nKT':^>^-l, 4, 7, 10- a, a', a", ct"'-^h7 
^^/Wg^^ (DOTMA) fj:}£(DmmWcBt^^20(DmM^^W^ti/V^<^^mt^^(D 
mMW- ; :3i^W^v?T5:/-7"h^i^^ (EDTA) , ^J:x.^U>'W)T^-y^>'^mW. (DTPA 

N' , N'-7^^^g^^(EGTA)^^^^(D^J^#C4;5^blO(DT/^^^^r^^;^7^/}^>^/^ 

[0016] 'fb^^^(l)-T?«^ti.5:a#:^j'ce>fb'^i^^bT«. fb^^(i) zib^^^;\^%7vmx-^ 

N-*;/V5;/l^-Nle-Leu-Phe-Nle-Tyi— Lys(NH )-f (-Ser-Cys-Gly-Asn 
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N-*:/V5:/V-Nle-Leu-Phe-Nle-Tyi— Lys(NH )- e (-Ser-Cys-Gly-Asp 

2 

N— /J^/V^/V— Nle— Leu— Phe— Nle— Tyr— Lys— f (— Ser— Cys— Asp— Asp) ^ 
N-4^/V3:/V-Nle-Leu-Phe-Nle-Tyr-Lys(NH )- e (-Ser-D-Arg-Asp- 

2 

Cys— Asp— Asp) ^ 

N-;}>/V5;/V-Nle-Leu-Phe-Nle-Tyi— Lys (NH ) -e (-Sei— D-Arg-v^:ii^ 

2 

N-/i>/^5:/^-Nle-Leu-Phe-Nle-Tyi— Lys(NH )-£ (-Ser-v'^i^^W'^'MJr 

2 

V^^^'^m^ (DTP A) ) , 
N— /Jn/I'?:/!^— Met— Leu-Phe-Lys— £ (— Asp— Asp-^/V;^;:/bT-fe^/P) , 
N-Af^/^^7^-Met-Leu-Phe-Lys- e (-Gly-Asp-^/^;^:7°hTir^/V) . 
N-/lN/V5:/V-Met-Leu-Phe-Lys- £ i-G\y-Gly-?^7]^:^yVT'^^/\^) , 
N-^/V5:/V-Met-Leu-Phe-Lys- £ i-Asp-Gly-^7}^:^-^hT±^/V) , 
N-;i^/^5;/V-Met-Leu-Phe-Lys- £ i-i>:r.^U>hVTV^^>i^W?^ir>TPA 

)). 

N-zlN/V^/V-Met-Leu-Phe-Lys-tK^v'/^^^^:^!^ 

[0017] H^-0^b<{^. 

N-*:/^5:/V-Nle-Leu-Phe-Nle-Tyr-Lys(NH )-£ (-Ser-Cys-Gly-Asn 

2 

N-/tN/V-5:/V-Nle-Leu-Phe-Nle-Tyi— Lys(NH )-£ (-Ser-Cys-Gly-Asp 

2 

). 

N— /J^/V5;/l^— Nle— Leu-Phe— Nle— Tyr— Lys— f (—Ser— Cys— Asp— Asp) ^ 
N-;t;/V5;/V-Nle-Leu-Phe-Nle-Tyr-Lys(NH )- a (-Ser-D-Arg-Asp- 

2 

Cys— Asp— Asp) ^ 

N-*:/V5;/V-Nle-Leu-Phe-Nle-Tyi— Lys (NH ) -e (-Sei— D-Arg-v^:^!^ 

2 

Ul^hVrV^^l^^m^ (DTP A) ) , 
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N-^/k^/k-Met-Leu-Phe-Lys- e (-Asp-Asp-7^/k;^7:/hTir^/l^) . 
N-)iJ^/^'5:/^-Met-Leu-Phe-Lys- e (-Gly-Asp-p</l^:;^7-7"hTir^/V) . 
N-^/V5:/V-Met-Leu-Phe-Lys- e (-G\y-G\y-^7U:fyyVT'^^7\^) 

[0018] ±mL-±^ikm^^'m[:^mf£}f(D^mmm'^mf£^^^}'i-i. sxTKm^m-r^ 

xh^w 

tvx(Dmm^mi-^it^m^fa-x^(Dimmmi^. phe^tat^cDi^mmmi^. l 

V^T@^M«lg^af*^^*§^b/cLys©i|lJ|K-C&S a T^/S^IStt^b^-frT. R(DS 

fcn^(D^mmmi^. :h^\^^i^^^—^—tL-x(Dmm^^ir^^t-^m-^fcn^(D 
m^Mc-t^t\:iX-Dx^mx^^. 
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[0020] ^mm(Dm.mmmmm:i^i-f^^mmm^mf£^y°^V(Dmmmi-x. as. @ 
-r6-<:7°^K^fflv^6^^«> ^mt-r^^mi^tmm\ {p-^^^^mxm^^^^^t^^^ 

[0021] 7^^PJ(Z)EJ^fflffi^i^fi. _h|ELfc^jl^BlWtl^i-<^°^K^. 

7Kmf§^^. ^#:e^t;ifi. mmTki^fj^^m^ft^zx. mco^mmttm^^^ 
[0022] ^m'i^'ikmtvxi-±m^m^n^n^£\^ m^n. ^/y^vi^m^r^v^^^y^^ 

%X^^. X^^J^V<}iO. 05—0. 5mM%Xh^o 

6^^;?)5T#6o myk'\^^mmm(DmiiuAii. »^v<nmmmm!^^o. i-io 

{*i|*Fj3:PS^$tLJ'cev>^5, m^i^. mtm—^:^\ r;^^/^!^^^. Tkm^b^f^l^-^hy 

ImM— 10mMi:7'£5J:5^^^;!jn-t"6ri!^W^b<. $e3};i0^b<(4. 0. 05mM— 1 
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[0023] if.mm\^^^mMm%mm\-i.. ^^mm\^^mmm^mfi:^-:f^vtm.^^^ 

iz^mtm. mMm(DMmm'nt\^x-hmMi^m\^^^^t^^x^^. -mw^m-r^ 

^mm(Dmmxm^^^m.mmmmf^m^. m'^(D:ffm\^xmM'ii^^m-f-^^t:^'^x 

m-r^i^ti^x^. ^rnxmrn-r^^tK^vmrn^ntcmmmmmn. ± 

^icmmx^^^y"=f-\^^^m\^^rcm^\ai.^-7°^}'^(Di'fmi^^'o:^'mR^^^ 
mm±ti^Mmu mm^thtc^mi^x^xmmm^L^mmt'r^^tt^x^^, 
Mw^ma^. ^mmim^mmmmm^MMimmm^x^i^MRimmmtvxm 
v^6r^r(^j:f9. f)^^>:6i^mmi^mmt't^^t^^^mxh^. ^tc. :$:^mnmm 
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[0025] tkM^mmmtvxm^^^m^Kn. :^mm(Dmmmi^^^(D^mmm^-:f^v 

SrTc-99m. In-Ill. Ga-67. Sn-117m. Sm-153. Re-lSGT'^^'cT^SPECTffl 

McU'l^^m^fci-X. Cu-64, Ga-68f^H(DPETmikM^k±m'^'mmi^fc1jkM'l± 

Re-186^fc«Re-188;te^(DS^clttt^ST-^IfibfcS^Mtt^Sl^fi!5-<7°5=-Kt-r 

[0026] m^-:f^Y^^m. mK.\^n.m'^^mjm'^m^^mxMm-r^^mt\^x\-i,. 

(D^'^^m^^^t-b^X^^o M;tf^. Tc-99m, Re-186^o j:U?Re-188l? 

Cu. Cu-64. Fe. Mn. Gd. In-Ill. Sn-117m. Sm-153. UyXWMi'^^^ 
tt. if-^m^^^^mMrn'm-J^^tCvi^ Cu-64. Fe. Mn, Gd, In-Ill, Sn-117 

m. sm-153. i)Y^:t>^^^t^mm\^7\<.m'\^mmt^U'^ir^::.txmmx^^. ^ 

(D^^^ :ft^pH;aS8i^_h^J^^§j;5pH(D|l|^trt"5-^5aSM^L-V\ Ga-67, Ga-6 
SWMY-90XmWrr^M^\^. ^^0J(-#§gJ^ffi#M^i^^Ga-67, Ga-68^ 

/cttY-90^:r:/^^t?iimtt7^V^bilT/V:*yttc7?7icm4t^y^^^?E^-r5^i:t- 
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[0028] wcM'^±mh^\^ ^n^m'[±±m-vmmL-fc^-^^}'^^^t^^mm(DmmmmM 

, Tc-99mCD;^tttg*^^U-C37MBq— 1110MBqOQf5H-efcf9> 0^U<Jil85M 
Bq— lllOMBq-efeSo Re-186^fc«Re-188+^ii^:7°^K^fflV ^fcf^^^lJ<Z)J^ 
-a-fi. ^ifelttgfii:bT37MBq"18500MBqCD|l5|g-t?$)'9. 0*b<{i37OMBq— 
7400MBq-t?fe5o Y-90^1l^-<-^^K*fflV^/^c?^^^JO^^fi. McMmmtl^XS 
7MBq— 3700MBq(Df5H-t?fe'9. 0^L<f^37MBq— 1110MBqO^H-e$)So 
ftil(D;^|^tt^jl-I?Mlib^i^Ili-<:r5^K»S-^»t,{5fS~|^#-t?fe5o Gd. Fe. Mn 

. f«^^50. 01—0. 3mmol/kg(^|£Hc^S^*;5W*b<ffiV^f^:^^So 

[0029] i^;^T. :*:^pj(D^W!j^^u ^^mm^M.i^m^m.m'r^^K ^^mmi-i^LtbhcD 

(2) : GMS-550U (:i:^7^7^V;^77k;^^#^i:M) ^ ^/cfiMillennium 
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(3) ife^tSHPLC:i^tS;^79ACosmosU 5C -AR-300 (■:f-;*9^7';^i5'i^^^t±M 

18 

.4. 6X 150mm)SrfflV^fCo 

(4) -<:7°^Hb^ii^«^T. mm^f^m^x'oi'fmvtc. 

(5) ''"TcO ":''Mo/''"^cv^^^.U-^-(^p"p^;7<v^7^5/^. B ;^7«v^:7^v^5/^ 

4 

[0030] (8);2^^Jfe^!j^;ifflv>fc'<:7°5=-K«. ^^^IE-r^:7"^K^Mv^/c. 

^:/^Kl : *:7^5/l^-Nle-Leu-Phe-Nle-Tyr-Lys (NH )-e (-Sei— D-Arg- 

2 

Asp— Cys— Asp— Asp) 

'^:7°^K2 : JjNyl/5:/^-Nle-Leu-Phe-Nle-Tyr-Lys (NH ) -e (-Ser-D-Arg- 

2 

DTPA*) 

^7°^K3 : 7jN7^5:/V-Met-Leu-Phe-Lys-e (-Qly-Asp-Ac-S-Bzl) 

* :DTPA:v^:3^^WVM;T5:>^^>'^fF^ 
[0031] i9)^y°^}<^l(D^f^ 

iDMBHA^flg (p-Methoxy-Benzhydrylamine Resin 

hydrochloride, l%Divinylbenzene-polystyrene copolymer) ^ffi V'XO. 5mM^^^ — /l^ 
O^^-e-^^^^TofCo :i(Z)^C*i^. LysaSC0M^f*FmocSl?'f*mLfCo 

-^Jii^Lfc^t/^Kfvlo^, HPLC:^(;f7^A:YMC-Pack ODS-A SH-365-5 
m^a^ . tt5t^thI7-f'aii» W®. 30 X 250mm) , ^yJ^US. : ^^U. mtHMS. : 2 
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TFA/*S^^. ^tiiM:0. 1% TFA/Tirh^hy/l^. (A/'B(80%/20%)^ 

A/B(30%/'70%)90^))^fflV^T^t■'-i^Sr^^U ^tl^^MUfc. #f.nfc:-< 
:/^K(-o^. ii^taHPLC(;^;^A:Zorbax300SB-C18(^p"B^. til?SIT^y^^;^7 

/k->;^7^AX;^^t^%hi^, 4. 6 X 150mm) , :fyvM,US. : 50°C. 1. OmL/^ 

. ^m:^:^i^^BimP^^^i^tf (P^iDl^ft:220nm). ^W?gA:0. l%TFA/« 
MtR. ^W»:0. 1% TFA/r-feb:=^b!J/KA//B(80%/20%)^A/B(30% 

. 2%(ffi^H5>^)-CfcofCo 
[0032] _bfElfMLfc-<:/^Hl-o^. 6M(D±:^^rt t^Tl 10°C. 22P#rH^(D;(]n7K5>tf ^fT 

tmm(DT^/mm}^^^-r^:it^mmi^fco ^tc^ K*^j^^(&.r. esi-ms)^ 

:fyyJ^-^^X:4. 6mm I. D. x60. 0mm 

mms : 0 ^L:^^^j^4:t>^mmm # 2622 
NaOH^is) (D^m^mmm 

(1) L-8500-PHl :0. 16N, pH3. 3 

(2) L-8500-PH2:0. 2N, pH3. 2 

(3) L-8500-PH3:0. 2N, pH4. 0 

(4) L-8500-PH4:l. 2N, pH4. 9 
m^:0. 40mL/5> 
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mm 

nm-. (l)^^tKy>'f^^^(2)^>'tKy^^ffl^W?g(Ninhydrin Re agent L-8500 
Set) 

Rjt^mn : m^MmRjt^^^j^, m-mum : i sst: 

9^(7)^ Amino Acid Calibration Mixture 
MM : ^50nmol/mL (ffiLProf^ lOOnmol/mL) 
^$iW:0. 2M Na Citrate Buffer (pH2, 2) 

Afi : 40 M L (^T^y^2nmol, Pro{14nmol) ) 

-To 

[0033] ^7°^Kl=Asp: (3)3. 19, Ser: (1)0. 97, Tyr:(l)0. 97, Phe:(l)0. 98, L 
ys:(l)l. 00, NH (1)1. 20, Leu(l) +Nle(2) 2. 80, Arg:(l)l. 06, Cys: (1 

3 

)0. 92 

ESI-MS:MW=514. 4(1514. 7) 

mmm i 

[0034] r/i^^:=->-icx^^y°i^}''(DmMi^ 

Hll)(^*Px., ±m^700^iLtl.tc^ ^COm(D^^l^MMn. -<^°^Klf*94AiM, 

:7°^K2{i99/i M, -<^^F3fii6i m m^/^So ^mMm^^^^Bm(D^M^mm 
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^K2*D itJ^-^^^KS^^^^-a:, ^tL■€:^;^^94 ^ 99 /i 161 McD^:7'^K 
HPLC^# 

;^77A : Cosmosil 5C -AR-300 {'riO'7^'r^^^^^^±M. 4.6X1 50min) 

18 

: m^mm^%%&$\ (^^m^S* : 220nm) 
HPLC^>^7^ A : Alliance ( 0 i^^^—^—XW^^^±%) 

m&mi : 0^ (?^m»2o%) ^255^ (^^m»7o%) 

[0035] (2)1^;^ 

T7u^=->^i'i^-^^V(Dmmi^^wi^x\^ ^^^ttmm^tifc. 

[0036] [^1] 







mmm 






DMS 0 




DMS 0 


^r-?^ K 1 








100. 8« 


98.6% 


^7"^ K2 


^« 






102.8% 


100. 9X 


^r-f- K3 


3« 






101. 3« 


IDS. 5X 
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mmm 2 

10, llt^, T/V=¥'— :/7K^K^ttpH8, 8. 5, 9. 9. 5, 10. IK^ffSSbfCo ^%V^T-< 

m'^(D-<^=^Y\(o\f—^mmm^h\f—^mmw:^m^im. m\i^mh\j-z.. hpl 

[0038] (2)*gm 

#btLfc;fgm^^2ic^i-o T/P^^^vzKf^T^^ «pH8-e0Jf3;O^^ce fiP;OS|gif>^;ft 
[0039] \M2\ 



T^u^^^s y ii^V'StJ't: K 1 p H{c*5Jt S1$ai* 





pH 8 


pH 3. 5 


PH 9 


pH 9.5 


pH 10 


pH 11 






43.8% 


93.8% 


95.4% 


98. 8% 


100. 8% 




21. 0% 




89.0% 




83. 6% 


85. 9% 




26. S% 




85. 9% 




90. 7% 


96. 7% 



mm 3 
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[0040] 4^^'y^—M:ix^^y°^vi(D^puK^i-f^mm'\i 

^^^^y^^/u^7i^iz.mmu imwKDmmKxmmi^fc. ^(DmmKmm^m^^M: 

[0041] (2)^:^ 

[0042] [^3] 





^« 




pH 8 




64.9 « 


pH 8.S 




80.8 )i 


pH 9 




99.2 % 



[0043] ^mMim\Ki:.^^':f^Yi(Dmm^ 
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[0044] [^4] 



mm 




ft 




pH 






410 mil 


71. 4mg/mL 


9 






90 mM 


14ing/mL 


9 






489 bQI 


50mg/mL 


9 






100 all 


14mg/mL 


9 






401 oH 


71. 4aK/inL 


9 






243 oM 


71. 4mg/mL 


9 






IhM 


0. 07nig/inL 


9 



[0045] (2)^^^ 
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[0046] [^5] 







PH 




pH 








9 


93. 8% 


8. 97 








9 


85.9% 


9.00 








9 


89. 0% 


8. 99 






y >m7km-'r h y rj'A 


9 


53. 8% 


8.85 








9 




9. 10 








9 




9. 05 


&m 






9 


99. 2% 


9. 10 





%Mm 5 



[0047] ^ffiMS 

99m-jii7^^^^'^7A^^MJ'^7A(i^AT99mTcO im^O. 6—1. OGBq^;!JD;^. 

4 

PLC, TLCJ^J;»9=g-Tc-99m;^i^#^3^^ie)fc:o HPLC, TLC^^fff*TIBO^'f4^-e 

0(Z)100mMy^M»ri^(ii>f«TPB)-^-10{t«|RU ^:^^K<Z)||-^git^9. 4n 

m^n^\ HPLC, TLCjCj:i9#Tc-99m^^fS5^^^J6fCo ^^fS5^f^^0^y°^K 
MS«6. 6 /z M^^^f^^tLfc, 
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HPLC^# 

10^7 : Cosmosil 5C -AR-300 {r)rti'7^'T>^^^'^^%M. 4.6X1 SOmm) 

18 

^^)A-M^'^WR%%m\ (^^mi^S : 220nm) 
^fe^Cltt^tt ffi^ : STEFFI Nalv-V^lx— (Raytest^M) 
^miSA:0. l%TFA/|fM7k 
^ffi^^B : 0. 1 %TFA/r-lrb:=^h!J/V 
^ftit^Sa : 05> a§ttlto20%) ^25^ a§|il»70%) 
TLC ^14^ 

:7'^— h : Silicagel 60F254 (^/^^tt^S:^|±M) 

M^^^: 28%r>'^::^r7k/'rirhr^hy/v= 1/2 

mmk)^^ : Gita Nalv^:/^!/— ^- (Raytest^hM) 
[0048] (2)1^;^ 

0%, ^1^^90^:75. 4%, J:OTLC^Df-t?^mmi05)-: 45. 7%, ^5115^90 
5^:41. 9%^^U ^fc-<:7'W//PB^?S;i5HPLC^W-e«^10^:55. 3%. 
*5j;OTLC5>ffT«^105>:28. 0%. ^Mi^^905>: 33. 6%^^U/Co 

[0049] [^6] 
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DMso/y i^wtmmm 




m 




HPLC 


TLC 


HPLC 


TLC 


HPLC 


TLC 


1 0^ 


92.5 


87.2 


72.0 


45. 7 


55.3 


28. 0 


9 0^ 


96. 5 


88. 6 


75.4 


41.9 




33.6 



[0050] ^mT/l^^^>m^i^^n^Tc99mmMt^(D^'^'l^<Dm^ 

M(D^^^VXT/U^:=->'mm^^MthmM\^f^o O. 01M:^^10mL(Clit'fb|| 

4 

(DMim^. ^M.'^^^ft^^^fCo ^^f»f«305>. 90^. 1805>. 3605>. 24B#^1, 
[0051] (2)*Sm 

[0052] [^7] 
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\z^mn»it^mm9£. (%) 


102. 5 mM 


205iiiM 


410 mM 


3 05^ 


93. 3 % 


92.0 % 


91.6 % 


9 045^ 


92.6 X 


90.8 % 


89.5 X 


1 8 05> 


92.6 % 


89.7 X 


87.1 X 


3 6 


91.2 % 


89.7 % 


85. 7 X 


2 4i«nq 


88.9 X 


88.3 K 


86.5 X 


3 oi^m 


89.8 % 


87.3 X 


84.9 X 



Hfel^'K'^ft^ (Staphylococcus aureus) CO'7^10^j^(D^M^^Mlk^i^lmU^m 

X.. 35mL^bfCo ^^^|i'J$^^:5^^^^j;^9^t#L7'^^5p3^S-e30^r^S 

^cD— ^^J5i'9. -fe/Vn— ^T-fe^— Ml®^^i&rfetCTTc-99m-i5^Vl-=3 

{:i^Rr|Rb94 M M(D^ii^J^SIi^Lfc. ^C0^M700 LJ^, Tc-99mi?'V^3-^:/h>' 
$ii:/Co ^ii^. ^C7)— §|5^^i9, UP-La^X'0^Tc-99mmM^^^^fCo HPLC 



wo 2005/092396 



24 



PCT/JP2005/005182 



HPLC^# 

iO'fJ^ : Puresil 5 /z m C18 (Millipore^ti^. 4. 6 X 150mm) 

^ W : m^'^Wk%%m^ m.^m.^ •. 220nm) 

: STEFFI Nali/V^l/— ^5^— (Raytestft^) 
^W?^A:0. 1% TFA/ff^7k 
f^aite:0. l%TFA/rirh^b];/V 
ItS^iB : 0^ (I^mv-SB20%) ^25^ (^^^^670%) 
[0054] (2)ISm 

pixel) ^^i6fc^;^^*8*5j;tJ«|l|5tC^-ro ^cD^;^, t^g5l5g#f(Z)Tc99m— < 

:/^Kl (dmf/;!jo^) *5 T^^S^OTcQgm—^r/^Kl (T/k=¥^://^^JOm) 

, T/V=¥^^Sr^;!3Pb#^JPf^^f4^T-t?fgMLfc:^?'S;0S, -Tf^t^ib. DMFSr 

»blOO'Ci^;l_hJ^^}Pf^b-CWL.fc?§m'9tj^ _h[H]o-C*5"9. S##lB#r^(Dl. 
59±0. 32%S^»/K pixel:^^^?, ^-^^5B#r^-e(*2. 62±0. 55%^-^4/ 

[0055] [^8] 

i^^'iet&txtm'^^Mciin^T c-s 9mmm-<:ri^ k i roiffciiE*w(%a*»/K pixel) 





















U74d::0, 22 


1. 59±0. 33 


L77±0, 25 


2.01±0. 29 


2. 32 ±0. 56 


2. 62±Q. 55 




0. 95 ±0, 24 


0. 91±0. 14 


1,09±0. 22 


1. 52±0. 27 


L 76±0.39 


1.84±0.27 
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[0056] :^mmK^.^mmmMm^m^^^^tKx^. 7K^^^(i^mb<«iif§-t?fe 
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[9] ^JSMils^m-<:7°^K^\^b^^(i) 

Z-Y-Leu-Phe- (X) n-Lys (NH ) m- e (- (R) o- (T) 1-U) ( 1 ) 

2 

2 2 
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£ (-(R)o-(T)l-U) Km^X. Rf^LyscD e -T^/m:iT^V'^^VfcSer^tci~i 

[10] it^^(i) ^mmm-^m^^hv^^^v. z^^^^v?i/v:fy^hTiyu-h 

[11] ih^^ (1) U;a5-Cys-Gly-Asp, -Cys-Asp-Asp, -Cys-Asp-Gly. -Cy 
s-Gly-Glu. -Cys-Glu-Glu. -Cys-Glu-Gly. -Cys-Gly-Asn. -Cys-Asn 
-Asn^ -Cys-Asn-Gly, -Cys-Gly-Gln, -Cys-Gln-Gln, -Cys-Gln-Gly, 
— Cys— Gly— Lys,. — Cys— Lys— Lys^ — Cys— Lys— Gly,. — Cys— Gly— Arg„ — Cys— 
Arg-Arg. -Cys-Arg-Gly. -Asp-Asp-;^/V:^-7"hT'fe^/V. -Gly-Asp-^/V 
;i7:7>Tir^/V. -Gly-Gly-7^7^:^:7>T-fe^/V. l, 4, 7, lO-^h^T^fV^nKT" 
:;&:/(Cyclen), 1, 4, 8, ll-7^h^T1f>^n7^h^T';^7>'(Cyclam) , 1, 4, 8, 12-7" 
h^T'f-y^^^>'i^f:^>. 1, 4, 8, ll-Th^Tlf'^i^x:tTh^^^>-5, 
(Dioxocycam) , 1, 4, 8, ll-xh^TifVi5'n'7"h^T':^7:/-l, 4, 8, ll-y^h^g^^ 
(TETA), 1, 4, 7, lO-^h^T1f>^nK7^':;^7>--N, N', N", N"'-7"b7g^ii( 
DOTA), 1, 4, 8, ll-7"h9T1f>i^n7"h9-x:^:/-5, 7-S>;^>'-N, N', N", N" 
'-Xb^i^^. 1, 4, 7, 10-xh^TifV^nK7'^;^>^-iS^. 1, 4, 8, lO-T^h^T 
if->^nK7'';^;:^-i§^. l, 4, 7, lO-7"h^T1fv'^nK7'^^-l-T5/:3^^/^;^7/V 
/■^^^^/V7<^/V-4, 7, 10-M;;^[R, S]-^^/^g'^^(D03MA), 1, 4, 7, 10-7"h^ 
r^-y^^Yf^^^-X, 4, 7, 10- a , a ' , a " , a " '-7"h77«^/Vg^^(DOTMA 
oi^W^v^r^^T^h^il^CEDTA), v?:3^^^>'M;r5:>'^>'^@^M(DTPA), hU 

al^l/V7"^^5^^d^1^g^^:atj?m^l/>'^7^!Jn— /v-(2-r5y3i^7i/)-N, n, n 
' , N'-^h^g^^(EGTA);i^b3l?x$tb5^St^ii Bltg^.eS-efc5fi^ii9Xf4i 
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[13] ^mmm-^m^^^y'^}'^iK 

N-/}=c/^5;/V-Nle-Leu-Phe-Nle-Tyr— Lys(NH )— £ (-Ser-Cys-Gly-Asn 

2 

N-/J>/V5:/V-Nle-Leu-Phe-Nle-Tyi— Lys(NH )-£ (-Ser-Cys-Gly-Asp 

2 

N— Nle— Leu— Phe— Nle— Tyi^Lys— f (— Ser— Cys— Asp— Asp) ^ 
N-*:/V5;/V-Nle-Leu-Phe-Nle-Tyi— Lys(NH )- e (-Ser-D-Arg-Asp- 

2 

Cys— Asp— Asp) ^ 

N-/}^/V5;/V-Nle-Leu-Phe-Nle-Tyi— Lys (NH )-e(-Sei— D-Arg-v^::ii^ 

2 

U>'hVTV^-<>'^mM (DTP A) ) , 
N-*:/V5:/V-Met-Leu-Phe-Lys- £ (-Asp-Asp-7^/V:^y^hT-fe^yl') , 
N-^/V5:/V-Met-Leu-Phe-Lys- £ (-Gly-Asp-7«/^:;^7-^hTi?^/V) . RXI 

N-;jN/V^/V-Met-Leu-Phe-Lys- £ (-Gly-Gly-?^J]^:^ZfhT'k^/l-)^^hM 

[14] iSTc^j. pummm. ^mrn'mi. mTK^i^mmmAx^^mtM^^^mitti^i 
[15] ff^^^J^l;i^f.l4(7)v^Tfl^^^^fEic<^EMmj^^^^<:SM^;^i-5ri:^-^ 

[16] «*^l;^/^^l5cDV^Ttl.;0^^^IE*fe(D|S^fflmJ^^^^-*5^tS^Jl^mBIm-<:/ 
[17] ^m^K ;^Mtt^«XJ*^m4^jS-efc5tf 5^iIi6i^fSiccDE^fflM^iJo 

[18] ;felt'f4^M^5Tc-99m, In-Ill, Ga-67, Y-90, Sn-117m, Sm-153, Re- 
[19] ^att^M;eiSGd. Fe, Mn. Cu:S.D^Dy}5>f^iltR$tl.6lt^3gi7j3l|H«cD|S^ffl 

mm. 
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[20] ^mmm^mt^^y°^vK^m^mm'r^:^m'^^h-DX. ^-<7°^K^itM4^ 
[22] m.m^^m^[:^mm&i^r^ymxn4^^^:/—/^^m^m'r^^^mt^m-v 

[26] ^^|ftt^M;6STc-99m. In-Ill. Ga-67. Y-90. Sn-117m. Sm-153. Re- 

1 86:S:tJ?Re-l 88d^feiliR^ tb5M^3S25 f^fE«c7)^JS^It;^?io 
[27] ^^t4^Jl7)SGd. Fe. Mn. Cv.miYiYt^hW^^f\.^%%i^'^2^\zMWu<D^mM 
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[0 1] 




^zff-f^i '^:;f^K2 ^:^^K3 



[m 2 ] 

















1 1 1 1 1 1 i 1 1 t 






. 1 ( t 1 1 1 1 r 1 1 






r 1 1 1 1 1 1 1 1 i 






11(1111111 






> 1 1 t f J I 1 i t 1 






1 1 1 1 i 1 1 1 1 1 




0% 10% 20K 30% 40% 50% 60% 70% 80% 90% 100% 
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i?^^;V^fVJ>.T ^ K (DMF) ^fflV^Ta^jg^^aftLfe 



[ HI 4 ] 



6 0 i^-^m 3 0 0^) 




# A ^ Ift 
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